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WBS¥5-3 39263 



ia#JSU (1) 




R" tifto (2) ~ (9) *&a»*i*S*w+. 




• (5) (6) (1) 




(8) O) 

c:t, r» Bfi»7*+*». smr 40 mwmwmm 

75JV**». 7->;US, h^I^WzHXIU [0 0 0 1] 

7;WUg&j*U R s tt#JMW\ 7i=AS. 77 »WBfcl/Tff*fti?tHnKy5»>||||»eHfa. 

;i'*;i'Sxttfi»7^3+->. ffi»7;^=^**5'fe [0002] 

Ktt7x/*->-CSttSnTHT'bi:V»fii57;i'^ [tE*©ftffi] **^9A£SftStt. fcft*jh*mHB 



[0 00 3] 

« 



#Bfi¥5- 3 3 9 2 6 3 
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[00 04] 

[KffiSr«ftt*fc«)ro¥e] fCT, *jm*6tt? 

-Kit ( 1 ) T56fc>an*S?t FnfcMJ x>««#*taj 

[0 0 0 5] -ffcbti. #f8E»i*ro-fiE£ (1) 

[0006] 

[<fc2] 




R' li&4> (2) - (9) a^jgifftsg*^-*-. 




• R 7 
-CHtCMCHzCHzCHiN 



-CH B CH z MCH 2 CH a CH,M 



[0 0 0 7] (CilT, R« Hta7JI4;K. <£87 



(4) 



P5-3 3 9 2 6 3 



EH 1 XBffi»7»*;ig£5£U R' BrtSJI?. 7s 

= jm-* -> t> b < i* 7 x y * ->TEfc£ nx t^x t> i w 
sx«7x=;ks*^u r> ttfi»7;i<*jua. 75 

[0 0 0 8] SfgEIC&^T, fi«67;W*Jl'Si:LT 

«. m» 1 - 6 oiiffixtt»Ka©7ji'*jus. ax. 

H>^S. n-7*nbfJl/S. iso-7*o 

tJH. n i s o-y^jvm, sec-y 
?MUg. t e r t -T^g. n-<>9Mt. n-'s 

en*. fi»7JHrxjigtUTB. 
KS5»2~6©iS®xia»Sffl(07;i'^;i'S. «3Atf 

tf-^S. 7UA*. 3-7x~;i,g«W$tf5ft*. 
77;l^g£LTB. "0?*S. S>7x=JMfMl/ 
g. 7x*?MI/g3W$tfStt.5. 7->*g£LTB. 
7-fe?;WS. 7"n/Vf;VS. 7'9 1 UJl'S§<07Jl'*y 

*S/*;H|?x;V. Ih+5/***=^, tert-7> 
*->/jJU*-JV^CD7Jl'3*->*^-^S» 

4 - * D n<*>5?JW*i';iWWte: 

*->*JV#=»g. 7xy'*->*;i>#XJk 4-*h* 
•>7x/*->#;W#XJk 4-i?*?Ml<7S>'7x/* 

jr+i^tf^wgatsjstf^n*. fc»7;la*->gfc 
ltb. ^iR&i-eroiifflxiJ^lSfflw?^^^^ 
S. flUB^h+vg. xh*->g, n-faum* 
•>g, lso-7"Dm+-/5, n-7^**v< 



*g. n-A*->j^*i/g§*^y^ni. ffi»7;^ 
or «s)^tftr=^*->g. 7>j;u 

**->glfA<tgtfS*ia. 
[0 0 0 9] -«5* (1) *©R' S^-riiHB (2) ~ 
(9) ©g©5t>. (2) . (4) Rtf/XB (5) *t 

[0010] *Ri8©-e5C (1) -c£t>ansfc$«j 
©5t>8gttg£*rr<&fc£«>B. sss¥«jicaf£L# 

>£«?©&& ; *SS. KS, ->i^K. *x>6t ^ A 
3>>^^*>S. x*>x»*>&£©#«6Sa«£tfS 

ns. *56?>nts«> (1) «^K*iSTi£^rr 
£T©tt¥fittfcftzrt-ns©SS«jB*389!© 
e8fflKS#anst>©T-fes. x^Bttfls^tto. 3t¥ 

i» T$*;:fcfcT#5. sic. -Kit (i) r&foans 

fcS«ffl3-6:!figS£#T4fc©T&*:»Stt. *©? 

[0 0 11] *$6^©S>t HDtf'jy>R«* (1) 
B, «AK*©EJ6*Wfc>TBas*i5. 
[0 0 12] 
JO [ft 3] 




:00H R'OH H3COOC 
(1 0) 




(2) (1) 



[0 0 13] TfcfcS, i?kHnKy^>-3-*A* 
>S (2) XI«©El&MW*e7*3-* (1 0) 

(1) tfMBSft*. 

[0 0 14] -7t HDtf'jy>-3-*;V^>K (2) 
©K*ttBW#il/TB. KA?-f HI'ISSiteKW 

3-*;ir#>8 (2) ic. 5>*djv*$'>. tuu-frjv so 



mm. h»x>«®3?aK#fc**s. 7-h 

5tFD77X 5?***>»©x-t-JMB, 7-fchx 
h>J*. N. N-i»>MWA75 KtP©#7*D h> 
ttS14SSIC*. fcT'J^X h'JX^I/75>^©75> 
Sffl#«ETXB##ftTt- 7 OC-l 0 0*C. »Sb 
<B-2 0'C~5 0'CT. fflft?^x;k j/a'JB-;? 
nU K. Hfflft'JX 3SJfi{fc'J>. ^vJSYbUX = 



(5) 



*S0B¥5-3 3 9 2 6 3 



KJ&gfittbTN. N-^y***A73 h'XB 

[0015] dne>©vtHDt:'jv'>-3-*jv#> 

& (2) ©H«ttR«*t7;P3-Jl/ (10) t<DR& 
B. HijiroS^tHSfflSfSf. KUS». K30>. 
N. N-i ^^W='J>, N->f;WJ>. i> 
* ; ?)\>75.>%<Dim<DW&-F\Z- 7 0*C~1 0 0"C, 
»SKtt-2 0*C~5 OtrfT^dt^f ^5. 
[0 0 16] Kf£:S-&'fe*^BWfl2^S*©-r<E)lc 

b. 0y^.iisat@s. stss. *vi*>7u-?vtr 
[ooi7] m. EC*WbS&fcL-tm>*.tiafcSfc 

(2)KHantz s c hS»£&Rtf5fe&fc (A. As 
himorl et a 1 . : C h e m. Pharm. 
Bull.. 3_9. 1 0 8 (1 9 9 1)) KiOggK 

[0 0 18] fca-^fflKWft^ei-PSSR'O 
HOH, ME (2) , (3) . (5) , (6) Xtt 

(7) ommziitzfcGm. i*> 

fc»j£fc8v>!I&SR' SrS?At**S^Se*^t>« 
5Ctl:A0SiiSn?>. Sfc, R'OHOSS, 8412 
(4) ©SligSWTSfcStett. 03*tf5rh:7fcFo* 
yj^CHO-CR'R'-CHR'-BrXliX^i' 

fc. R>OH©5*>, HE (8) X\t (9) ©WiSSW 
BN - 2/ D D 7 a fc^Vi^ >X7if t: IC H O C Hi 

ch. nhr' ticfc osiisn*. 

[0019] 



# (i) b. ^*oj?ai»!4*;v>">ASSiffffl£^ 

£*. 

[0020] 
B*K 

[002 1] 3US091 
J0 1. 4-ytHD-2, 5-?*?fr-4- 

D7x=;W -3. 5-lf'Jy>v*;U#>K 1— ^ 
>SW-1. 2, 3. 4-xh7fc Kn-4-*/"JJl> 
^tMV xxxJMl) : 1. 4— ?fcpo-2. 6 
—^^-4- (3-nhD7x^JW -3. 5-tT 
V9>9ilJWVm#**** (2 4 4ng) 
?**;1>A75 K-*S*i>*DD**> (1 : 4) (5 
al) gSSfc&fca-e-. *&T. ffifc?*^ (8 8mg) 
to$k*i>>;un*t» (o. 5nl) SJSSiSTLilSIHJ 
t8#l,fc&> 1-*>S>*-1. 2, 3. 4-rh5t 
i» HD-4-*yjy-;U (l 6 0mg) OM-^nD^ 
(IbD £Sf£85TU 3P?H!8#£8ltt*:. SiS 

» TflJJLT, gtEftSfc (1) 9 5mg£f#&. 
[0 0 2 2] *a£S8S®MJ 
1 H-NHR (CDC1 . ) 6 ; 1. 68-2. 13 (2H, o) . L 94 (2. 52B, s) , 1. 96 
(0. 48H. s). 2. 34(3H, s), 3. 11-3. 88(2H. i), 3. 62(0. 48H, 
s) . 3. 63(2. 52H, s) , 4. 42-4. 59 (3H, n> . 5. 34 (0. 84H, s) , 5. 4 
30 4 (0. 16H, s) . 6. 08(1H. t. J=7Hi) , 6. 43-8. 17(13H, m) . 
MS o/i:492(r-N0j.CH>). 
[0 0 2 3] 236052 

tmmz\,T&\\z7Tct%,%® (2) 

(3) ZG&VTz. 

[0024] 

Ml] 



#B8¥5-3 3 9 26 3 





10 0 2 5] $mW3 

1, 4-i>tKD-2, 6-i>^)V-4- (3-nh 

d7i-jw -3, 5-t:'j^>v>*;p^>K l- 

("t>*J)V**i'l3)V#-M - 1. 2, 3, 4~rh 
5tHD-4- + /'JA /f 1 ^ X*tMP (4) : 
1, «-5>fcFn-2, 8-5>*?/l'-4- (3-- h 
□ 7x=JW -3, 5-tr'jy>^*;U3K>K*li{^^ 
Jl< (3 2 lmg) *«*5>jl^M?;W»75 K-**3?* 
Dn*3r> (1 : 4) (5ml) ICSJ5?3«. *»T, « 
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1. 62-1. / 
2. 00-2. ] 
2.84(0.5 

3. 55 (0. c 

4. 46(0.1 
5.44(0.1 


1.70-2.C 
2. 33(2.8 
3. 60 (Z 8 
4. 50(0. 9 
5. 64(0.0 
6. 07 (IH, 
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£ BP 
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^ ft 







(1 1 Sng) <DM*i?9UU 

tl immmwhrt. cnc. 1 - 

*;HJ?-;W -1. 2. 3, 4— rh7tHP-4-+ 
(2 5 ong) oM*5?^nn^^ 
. TU W.iZN-^)V=t)^')> (8 9ng) PMfcVO 
DO/?> (0. 5d1) BK*»TLT*»T2»niia 



11 

4- &i/nu*9> : 7-b h>=5 0 : 1) Tttffl 
U ®®<t£® (4) 3 6 5Bg£*#fc. 

[0026] m&m&mz 

1 H-NHR (CDCIi ) 6 :1. 79-2. 19 (2H, m) . 2. 31-2. 39 (6H. a) . 3. 
33-4. 28 (1H. o) . 3. 60 (3B. s) , 4. 01-4. 28 (1H, n) . 4. 99(0. 5 
H, s) . 5. 01 (0. 5H, s) . 5. 2B(2H. ABq, I* . . 13Ei) . 5. 76(18. 
s) , 5. 91 (1H, s) . 6. 71-8. 10 (13H. m) . * 



) . #§i¥5-3 3 92 6 3 
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*BS o/z:597(r). 
[0027] 

J«S«3fcH*fcUT. S2-S7IC^-Tfl:-&«J (5) 
~ft£«J (18) 

[0028] 

182] 



3$ 


HS 




m 




Eg 

SI 
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mjm'o'do'tp'dcd 
^ c\i co iri cd t— ' r— " 


1. 85-2.22(2 
2. 27(1. 5H.s 
2. 35 (3H, s), 
3. 57-4. 18(2 
3. 63 (L 5H,s 
5. 02(0. 5H,s 
5.89(1H. t.J 
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49 « 



■JWinwomcoit 
>j CQ cq -*J» trj iH r- 



<ffl & 
« * 



_ ^ ~ ^^"-"^^1 
*n pd r— -«£ r- to "m . <=> *m 'n 



-5 oi CO CO CO CO* -cj! Lfi IT 



[0 0 34] &1M5 

1, 4'-$?bKn-2, 6— ^^-4- (3-^h 
□ 7i=« -3, 2-^ 
>yjU-l. 2, 3, 4-Th7kKD-4--fV + /' 

XAf;M19) : 1. 4-ytKP- 

2, 6-^^^;V-4- (3 -3. 
5-t'J>»>v*;i'3p>e**^? 1 ;V (3 3 2mg) 
7*.Z>*?n>*)Vk7S K-**5>*nDpt^> (1 : 
4) (5 ml) fcS?»3tt. *ftT. ffift?*^* (1 7 



9mg) ©Jgrti^nnj^V (0. 5d1) SffiSjBTb 

mwBffi/L cnic2-^>y;p-i.. 2, 3. 4 

-rh7t.Kn-4-'f V*J*}J-fr (2 3 9mg) © 
jfcjci^ao**;/ (lal) SSESiSTU *rTF2l$ 
mffi»£Blltt. 5JCfSlc*€UDA. ^dd^?^ 

>=5 : 1) T««U gSft^fe (1 9) 3 2 lng£ 
50 ®fc. 
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[0 0 3 5] n&mmm 

1 B-NMR (CDC 1 1 ) <3 : 2. 33 (0. 6B, s) . 2. 36 (2. 4B. s) . 2. 37 (2. 4 

H, s) , 2. 38 (0. 6B. s) . 2. 74-2. 98 (2H. o) . 3. 47-3. 91 (4H. a) . 
3. 60 (0. 6H. s) , 3. 61 (2. 4H, s) , 5. 10 (IB. s) . 5. 77 (0. 8H. s) . 
5. 80(0. 2H. s). 5. 96(0. 8H. t, J=3Bz), 6. 01(0. 2H, 1, USE 
z), 6. 76-7. 62(11H, n). 7. 83-7. 99(1B. a), 7. 98(0. 8H, t, 1= 

I. 5Bz).8.05(0.2H,t.M.5Bz). 
US n/z:5530r). 

[0 0 3 6] S6JSCT6 

1. 4-v»tHD-2, 6-5>*3\fc-4- (3-~b 
D7x=;W -3. 5-lf'Ji;>^*Jl/#>» 1, 

2, 3. 4-xh7tHD-2-^9 1 Jl/-4— fV+y 

IXt;K2 0) : 1. 
2. 6-i?^?;U-4- (3-ZhD7i^W -3. 

5-KUi»i;*A#>«**^?jv (4 9 3D8) 

^^*JUA75 H-^DD>?> (1 : 4) (5b 

i) vrnmizmms-z. **t. &<b3^;w (i 77m 
g) ©s>*nn;i*> (0. 5mi) fcsssanA 1 ftraia 

Whit. Zft\Z, 2-*T)l-l, 2. 3. 4-rh7 

tHo-4— fy+yjy-;!/ (2 1 8ns) c^do 

(IbI) 8fl££i8TL. IfcN-jt?i«**y 
> (1 3 6ng) »^0D^> (0. 5nl) fg&£iS 

*+)•>: 7"feh>= 5 : 1) TfcKLT&fi«&Jg&S 
£*3fc. HICv'J^y^^Ai'DThy^^^- (✓ 
>DD^^>: 7-th>=20 : 1) Ty7Xfl'tV 
-StffBUT, 5fc8B«!l2 0a ®fe«ft^«jS) 9 5 
Dgi«Sttl«)2 0b (HfiiiS^H) 12 1ng£*§ 
fc. 

[0 0 3 7] 20a: l B-NHR(CDC!>)d:2.36(9B,s).2.52-2. 
74 (2H, m) , 3. 45 (1H, d. J=15Hz) , 3. 59(3H, s) , 3. 69(1H, d, J= 
15Hz) , 5. 08 (lfl. s) . 5. 82 (1H. s) , 6. 01 (IE, t, J=5. 5Hz) , 7. 1 
0(1B, d. 1=7. 5Hz). 7. 17-7. 32(3B,n), 7. 32 (IB. t, J=8Bz), 
7. 66 (1H, d t , J =2. 8Hz) , 7. 98-8. 03 (1H, m) , 8. 07 (1H, t . J=2H 



(13) #B§¥5-3 3 9 2 6 3 
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I). 

20b: , H-Wm(CDCli) 6 :2.34(3H, s), 2.41(3B.s),2.45(3H. 
s).2.83(2B,d.J=5Hz), 3. 44(1B. d. J=15Bz), 3.59(3H, 
s) . 3. 74 (IB, d, J=15Bz) , 5. 05 (IB, s) , 5. 80 (IB, s), 5. 91 (1 
B. I , I=5Hz) , 6. 67(lfl, d, J=7. 5Bz) , 6. 98 (IB, t , J=7. 5Hz) , 
7. 06OB, d, J=7. 5Bt), 7. 19(1B, t . 1=7. 5Bz), 7. 24 (IB, t, J= 
7. SBz) , 7. 48(1B, dt, 1=1. 5. 7. 5Bz) . 7. 94-7. 99 (2B, m) . 
[0038] §QSW7 

1. 4-j>kHn-2. 6-^^)1-4- (3--h 
10 ayoi-M -3, 5-t;»J^>v'*;l/*>gS 2- 
l*>i>nrt*i'ijnrt-M -i, 2, 3, 4-xh 

7bHP-4-fy+y'J^ lXx)U (2 

1) : 1, 4-?hPD-2. 6*-?*?*- 4- (3 
-rhD7i:;w -3. 5-t'J^>x*ju#>S* 
S*?^ (2 8 9ng) S«*S?>^***A7S P-* 
*^dd^^>(1:4) (5ml) ©S?aEC»«S 
•fr. XfHT&<t?*=:)V (l 0 3 ng) an* 

(o. 5ui) sa^an* i ssraattLfc. ^mc2 

- (^SW******:!*) -1. 2. 3. 4-5^ 
a? h7bHn-4--fV^/'jy-;U (2 2 2ng) ©gWc 
??aD^> (0. 5ml) SffitiSTl,, *&T2I$ 

= 5:1) T»«LT«Bfl:£4J> (2 1) 17 lmg«# 

fc. 

[0 0 3 9] jSfcM&EM&K 
1 B-NMR (CDCU ) 6 : 2. 17-2. 37 (6H, n) , 3. 43-3. 62 (4B. m) , 4. 
18-4. 62 (2B, n) , 4. 77-5. 33 (4fl, m) , 5. 64-5. 99 (2B, D, ) , 
30 6.83-7.50(llB,m),7.82-7.99(2H,B). 
US o/z:597(H'). 
[0040] Hii&WB 

7 fcHttlC UT« 8 ~S 9 ir^fft^* (2 2) 
(2 6) fcS&Lfc. 
[004 1] 
(S8J 



-647- 
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! 2. 18-2. 3 
1 48-3. 6 
6.90-7.6 


2.33(1.1 
2. 62-3. 9 
3. 78 (3H. 
5. 67(0. 6 
5.96(0.3 
7. 12-7. 6 
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^ cre^u? re ^ a 

~-i CO CT3 CO LO LTJ C~- 



^ W8 

10 04 3] §taSC99 

1, 4-ykh'D-2, 6->'>5 L JP-4- (3-~ h 
D7HJW -3. 5-K'J^>S?*>#>Bl 1. 

2. 4, 5-7^7kKD-3- (p- h'J;PX^*= 
;W -3H-3-^>X7^>-l-^J^ 

I7f ;l- (2 7) :1. 4-i?tHD-2. 6-^? 
;V-4- (3-ZhD7x^J» -3, 5-try5>>5> 
*;V#>®*5M^l' C3 5 7mg) ZmfcistTJU*)], 
A7SF-*S*v*Dnx*> (l : 4) (5oI) 0® 



ffilCfgffPStt, *#T, mt^*-)\> (1 2 9n«) 
*v»^DDpt^> (0. 5d1) JSSteJST W fSWIStt 
U&. CttlCl. 2, 4, 5-fh7th'D-3- (p 
-bVfrXA>#-M -3H-3-^>X7-tftT>-l 
(3 1 Ong) <T>W!L=S0UU*9> (lil) jg 
WSSTFU 2ICN-/^HE;^U> (9 9mg) (DM 
JKfjnn^^> (0. 5ml) SffiSSTTLT. *ftT 



(16) 

29 

^VXyfr-hylxZaiVifyy-C- ('\=tt>-> : 7-fc 
h>=5 : 1) •vm®Lxmm<tGt& (2 7) 2 3 5Hg 

[0 0 4 4] «fi«fi»ttB 
1 B-NJR (CDCU ) 6 :2. 35(2. 35H. s), 2. 36(0. 75H. s) , 2. 39(3 
B, s) . 2. 41 (0. 751. s). 2. 46(2. 25H, s) , 2. 78-3. 67(1. 5H. 
d). 2. 84 (0. 751, dd, J=7, 15Hz) , 2. 94 (0. 75B, dd. 1=10. 14B 
i), 3. 12 (0. 75H. d. J=13Ez) , 3. 23 (0. 75H. dd. J=10. lSBz) . 
3. 67 (0. 75H. s) . 3. 68 (2. 25H. s) . 3. 77 (0. 75H, 1=6. 5, 13H 
i). 4. 00(0. 75H. dd, J=7, 14Bz), 5. 15(0. 75H. s), 5. 20(0. 25 10 
H, s), 5. 81(0. 75H, d, J=6. 5Hz). 5. 93(0. 75H. s), 5. 94(0.25 

H, d, J=6. 5Bt) , 6. 07(0. 25H, s) , 6. 85(0. 75H. d. J=7Ez). 6. 9 
7-8. 29 (6H, b) , 7. 44(0. 25H. t, 1=8. 5Hi). 7. 53(0. 75H. d. 1= 
8. 5Hz> , 7. 54 (0. 5H. d. 1=8. 5Hi) , 7. 63 (1. 5B. d. J=8. 5Bz) , 
7. 74 (0. 25H. d. J =8. 5Hz) . 7. 89-7. 94(0. 75H. a), 8. 00-8. 04 
(0.25H.D).8.02(0.75H. t, J=2Hi).8.09(0.25H, t, J=2Hz). 
MS m/i:630(B»-l). 

(0 04 5] m&WlO 

I. 4-55tHD-2, 6-?X?*-4- (3-=h 
D7x-M -3, 5-fc!Ui»5>*JH]«>B 1, 20 
2, 4, 5-fh5t HD-3-^^-3H-^>X 

1 -4 JV X^x;K28) : 1, 

2, 4. 5-7-h7t HD-3-^ff^-3H-^>X 



#«¥5-3 3 9 2 6 3 

50 

-Og^®S>''J*ir , ;>*7A5'D-7h^77^- ('S 
: 7-fe h>=5 : 1) T#©U 5fc8fflfeS2 8 

a (SSfiSfSJgftS) £7 9ng. «ffittJ«5S2 8b (g 
&&&m>n) £2 3 0mg#;t. 
S-&*:MS a/i:492ar+l). 

(0 0 4 6 1 28a: 1 H-NMR(CDCli) 9 :2. 31 (3H. s), 2. 37-2. 
48 (IB, m) . 2. 38 (3H, s) , 2. 39 (3H, s) , 2. 59 (2B, d, J=5Hz) . 2. 
74 (IB. dt. J=4. 5.12. 5Bz), 2. 98(0. 52B.2B, t, J=4. 5Hz). 3. 
67 (3B. s) , 5. 28 OH. s) , 5. 80 (1H, s) , 5. 99 (IE, I, J=5Hz) . 7. 
08-7.24(41. n), 7. 38(1H, t, J=8Bz),'7. 76(lfl.d. J=8Hi),8. 
00-8. 04(1H,d), 8. 15(1H, t, J=2Hz). 
28b: l H-NMR(CDCl, ) 6 :2. 34 (3H, s), 2. 40(3B, s) . 2. 42(3H. 
s), 2.43-3.07 (6H. n), 3. 66(3H, s), 5. 17(1H, j). 5. 92(1H, 
t . J=5Hi) , 6. 03 (1H, s) , 6. 51 (1H, d, 1=7. 5Hi) , 6. 90 (IB, d t , 
1=1. 5. 7. 5Bi) , 7. 03-7. 14 (2E. m) , 7. 25(1B. t, J=8Hz) , 7: 53 
(IB. d. J=8Bi). 7. 94-7. 99(lH,n>. 8. 09(1B. t. )=2Bz). 

[0047] m&mi i 

*JS«99t[^®ICLT^l 0-31 lll^TfcSfe (2 
9) ~{b£tt (3 1). SI 2K*Tft« (3 2) & 

can 3ic^rft^«i (33) Hb^4b (3 4) e^js 

[0 0 4 8] 
[SI 0] 
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1 


11 

§111 
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[SI 2] 



20 



(19) 



&HV5-339263 

36 



# 


t& 

<ai 




2 




'mn^'e win -o-oe> 


s 


ltj "to a: — < id un-' .mincn 
=? £3 5 =£ o" En 'n c=> o" [>-' 
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too5 2] mmwi2 

1. 4-S?tKn-2. 6 4- (3-rh 
07i=JV) -3. 5-£D3»5>;fr;MJ>«.*?* 
2- (1. 2, 3. 4-fh7tHD-l-+/i;« 
Xf-fr XZt)V (3 5) : 1. 4-ytHn-2, 6 

— :>*7\>i>-4- (3-^ha.7x^;w -3. 5-t: 

•J^>5>*A#>S**^^ (6 6 4tng) 
?;WkA73H-Si*i'5'Dn^^> (l : 4) (1 
Obi) ofittfcftffu *#T&fl;^:*-;v (0. 2b 



i) zmTisimmnhtc. z.n\z, 1, 2. 3. 4 

-fh7kHo-l - *y»J 
> (2 9 008) (Oi*^n^^> (lnl) 
TU SlCN-^?;H&^ifcU> (2 02ng) CDftfcS? 
*nd**> (0. 5ml) SfaES?TFbik»T2^ffla 

SO jD7h^77^- CvHJ->: 7-tb>=l 0 : 1) 



-€54- 



39 

T»HUTSBfl;S«J (3 5) 6 9 lng£8fc. 
[0 0 5 3] ftfittB m> 1 3 1-1 33*C 
1 B-NMR(CDCI. ) 0 :1. 82-1. 92(2H, o) , 2. 34 (6H. s) ; 2. 71 (2 
B, I, J= 6. 5Bz),3. 24 (2H. U =6Hz) , 3. 47 (2H. U =6. 5Hz) , 
3. 65(3H. s) .4. 19-4. 28 (2H, o) . 5. 12UB. s). 6. 54(lfl. 1. 1= 
7. 5Hz) . 6. 56 (IB. d, J=8. 5Hi) . 6. 68-6. 79 (IB. br) . 6. 91 (1 
B. d, J=7. 5Bz) , 6. 97-7. 02 (IB. n) . 7. 33(11. t, I=8Bi) . 7. 61 
(ie.d, ]=8Bz).7.95-8.00(lB.m),8. 11 (1H. t. J=2Hz). 
US m/i:491(ir). 

[0054] mmwi 3 

1. 4-xfcHa-2. 6-v*9Ml/-4- (3 -=h 
D7i=JW -3. 5-W)i?>i?il)\,$>m }=f-)\, 

l-*?)l>-2- (1, 2. 3. 4-fh7kHD- 
l-*/'j;» X^JW XX-rJV (3 6) : 1. 4-S> 
fcFP-2, 6-9X^-4- (3-rhD7i^ 
;» -3. 5 - 1: U > (3 3 
2ng) £jg*^^*:Jl/A75 K-^TK-^J'OP^^ 
> (1 : 4) (5ml) OBKCgftU *»T*fcW 

-a (lni) sirFbi«mft*b&. unic. 1. 

2. 3. 4-fh7tFP-l- (2-tHa*->^P 
tf)W */'J> (2 6 7ug) <0^7K^i'PD^^> (1 
ai) ftKeMTU JECN-.**/WEJW«U> (3 0 3 
Bg) ©tUjcj^DDj^V (0. 5oI) £«TFb*»T 

LT^e,n^9^i"j*y;^7Ai'p-7h^57^ 

- (<\*V>:7-th>=8 : 1) -efSKL-TglHtS 
tt (3 6) 3 4 4ng£$fc. 
[0 0 5 5] l H-NJIR(CDCI.) 0 :1. 12(1. 5B,d. 1=6. 5Bi). 
L 31 (1. 5H. d. J =6. 5Bi) . 1. 70-1. 95 (21 n) . 2. 31 (1. 5H. s) . 
2. 32 (3H. s) . 2. 34 (1. 5H. s) . 2. 62-2. 72 (2H. n) , 2. 94-3. 59 
(4H, u) , 3. 65(1. 5H, s), 3. 67(1. 5H. s), 5. 08(0. 5B. s) . 5. 10 
(0. 5H, s), 5. 15-5. 28(1B, m), 6. 23(0. 5H. s) . 6. 29(0. 5B. 
s), 6. 49-6. 55 (1. 5B, n) , 6. 67 (0. 5H. d, J=8Hi) . 6. 88(1B. t , 
I=8Bi) . 6. 93-7. 03(lfl, m) . 7. 35(0. 5H. t. J=8Hz), 7. 36(0. 5 
B, t. J=8Hz). 7. 59-7. 66(1E. n), 7. 96-8. 01 (IB. n) . 8. 12(1 



(21) #$¥5-33926 3 

40 

B.t,J=2Bl). 
MS n/i:5050J*). 
[0 0 5 6] 

1. 4-ytHD-2, 6 -~J*3-)\>-4- (3-—Y- 
p?xx;» -3. 5-\£VS»i?iiJHfi>Wl l-x 
=f-)V-2- (1, 2. 3, 4— fh7kHD-l-+; 
•j;W X5^ XXfJK3 7) : 1. 4-v> 

fcKP-2, 6 -i^^-ll/- 4 - (3-XhP7xX 

jw -3. 5-Kuy>y*jnt5>a**^? l )w (33 

ifl 2mg) £&*S?;*=FJl,rfcjUA7S H-I*^aD^^ 
> (1 : 4) (5nl) ©JgffilCigSfU XKT&fc?* 
. x;l/ (1 4 3ng) ©I*-7?nD^^> (0. 5ol) « 

js^Tumro»»ufc. ^nici. 2, 3, 4-r 

h?hl«P-l- 

(2 4 6mg) C«*^aD^> (1ml) SffiSiTF 
U 5lwN-^^;U ; t;W* , J> (3 0 3mg) 
dd^> (0. 5D1) S?St££iBTL*»T2I^Hg}8 

s«f«ic*£inA^j'pp^^>Taffi 

10:1) T«SLTSS{t^«I (37) 
[0 0 5 7] Sfe&SJBfeS 
'H-NMR(CDCh) (5 :0. 55(1. 5B. 1, 1=7. 5Hz), 0.97(1. 5B, t, J 
=7. 5Bz). 1. 38-1. 90 (4B, n), 2. 32(1. 5B, s), 2. 33(1. 5B, s). 
2. 34 (1. 5H, s) , 2. 35(1. 51, s) . 2. 61-2. 71 (2E. m) . 2. 89-3. 5 
6(4B. d) , 3. 66 (3H, s) . 5. 06-5. 17(1H, m) , 5. 08(1H, s) . 5. 92 
(0. 5B, s) , 5. 92 (0. 5H, s) , 6. 49-6. 57(1. 5B. n) . 6. 70(0. 5H. 
d. J=8Bz), 6. 84-6. 90 (IB, n) , 6. 93-7. 03 (1H, m) , 7. 35(1H, 
1, J=8Hz). 7. 60-7. 66 (IB, a), 7. 97-8. 01 (IB, n). 8. 11(0. 5 
51? H.U=2Hz),8.12(0.5H,l,J=2Bz). 
US m/z:519(r). 

[0058] m&m 5 

1 4 t P|«©*ttlC«t OS 1 4 ~ 1 8 KiSffcS 
« (3 8) Mfcft* (4 7) ££fi*Ufc. 
[00 5 9] 
[£14J 
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L09a.SH.i 
1.75-1. 90 (i 
2.3K3H, s). 
3.61(1.5H,( 
5 02(0 5H, ; 

5. 65(0. 5H,c 
7. 140L5H. 1 
7.46(0.5H,c 
7. 89-7. 95C 
8. 04(0. 5H.1 
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[0064] $mmi 6 

1. 4-S>kFO-2. 6—^^-4- (3--h 
D7ir;W -3, 5-Kys>>5?*;M?>ib<? 1 A' 
1- (7x/*->;*5MW -2- (1, 2. 3. 4-? 
hStHP^'J^i-fW i*^* (4 

8) :^JS«»J1 4t^«©^SICt DS)aft©te (4 
8) 3 6 3ng£®fc. ^CD-fiBStO, =y^t)f)\>il7 
i?Q7h?77^- K>tT>: 7-th>=3 0 : 
1) -!:y77fl/t7-£»fllbfc. 5tS«4 8a 



(ftfiBfl) £«SWt&f54 8 b (StfclSil) ©it$ 
tt. 4 : 3T*9fc. 

[0 0 6 5] 48a:w>136-138'C. 
1 H-NMR (CDCI . ) 6 : 1. 80-1. 89 (2H, n) . 2. 33 (3H, s) , 2. 35 (3 
H. s).2.70(2H, t. J=6. 5Hi). 3. 33 (2E. t, J=6Hz), 3. 60-3.65 
(2H, m),3. 64(31, s). 3. 90(1H, dd, 1=3. 5. 1. 0Hz), 3. 98(1H, 
dd, 1=4. 10Hz) . 5. 12 (IB, s) , 5. 37-5. 45 (1H. ■>'. 6. 16 (1H, 
s) . 6. 55(1H, d t . 1=1. 7. 5Hz) . 6. 77-6. 82 (3H. m) , 6. 88-7. 05 
(4B, n). 7. 22-7. 29 (2B. n)'. 7. 57-7. 61 (1H. m) , 7. 82QH, dd 



(27) 



#$¥5-3 3 9 26 3 

52 



51 

d. J=l. 2. 8Hz).8.04(lfl. t. I=2fl2). 
ys nA:597 0r). 



13- ( (2-tHo*->x?;W *?)1>7$J) 7a 



48b: , H-«MR(CDCli)a:1.71-1.80(2H.ni).2.34(3H.5),2.3 >-2 (1H) (5 0 4ug) CO*&*S>27 □ ? 

6(3H,s),2.66(2H.t,J=6.5Hi).3.n(lB,t.J=5Bi).3.13- > <lml) SjSESriSTLfcft, JEKN-^l^WifciJ 

(1H, t,J=5Hi).3.28(lH,dd,J=5.5,14.5Hz).3.47(lB,dd,J > (1 5 2mg) (DUXf 9 a a * f > (0. 5ml) iSSJt 

=8.5.14.5Ii),3.60(3H.s),4.14(2B.d.J=15Hl). 5.09(1 £i8TU *8T, 2&5K£#£«»t;fc. E£«£fc7jc£ 

H, s).5.35-5.43(1H.id),6.06(1H,s).6.54(1H.I.J=7.5B ifl*.v^DD;**>-t}SaiU JS8i£iftE@£l. 
l). 6. 68 (IB. d, J=8Hz) . 6. 89 (IB. dd. 1=1. 5. 7. 5Hz) . 6. 93- T& S n/tSSS: : s 'J %V)\>1) 7A?D7h^?7^- 
7.00(4B.D),7.27-7.32(2B.D).7.38(lB 1 t.I=8Bi).7.66- (£nn3fc;)/A : *9J—)V=\ 0 : 1) TfBSSLT, 
7.71(lB.m).8.00(lB.ddd.J=1.2,8Hi).8.17(lH.t.J=2H 10 8Efc64&(4 9) 5 5 3mg£|§fc. 

I). [0 0 6 7] jSfeMS^bS 

[0066] , H-roni(CDCli)fi:1.66-1.78(2B,iD).2.21(3H.s). 2.35(3 

I. 4-i?tKD-2. 6-v?/^-4- (3-=h H.s),2.36(3H.s).2.37-2.45(2H,n).2.51-2.67(2H.m).3. 
U-y^-M -3. 5-KUy>y*Jl'#>K 2- 03(2H.t,I=6Hl),3.42(2H,t,J=7Hz).3.63(3H.s), 3.72(2 

{ C3- (1. 2. 4, B-fh7tF'D-7. 8-v> H. t , J-6Ez) , 3. 81 (2B, s) , 3. 84 (3B, s) , 3. 85 (3B, s), 4. 13(2 

* b*>s- 2 -**V- 3 H- 3 -1>X7V If >- 3 B. t. 1=5. 5Hx) . 5. 11(1B, s). 5. 940B. s), 6. 56(1B. s).6.60 

-<fM7B\iM -/W5;i IfJP (1B.S),7.38{1B. t,J=8Bx).7.65(lH > dt.]=2.8Bl),7.99(l 

XXt;M49) : 1, 4-^tHO-2, Z-i?*? H.dU=2,8Hz),8. 1H1H. U=2Bj). 

(3-=h07x=JM -3. MS m/i:650Qr). 

(54 8ng) eaWcy^WWs* # [0068] SUSHI 8 

F-*S*v>?DD;<*>igfflE (1 : 4) <5ml) SUM 1 7 fcRNRE LT. 3E 1 9 ~S 2 1 E»Tft*» 

fc**»U Cni-*»T. mttt-fr (1 9 618) O (5 0) ~fc£& (5 3) 

I*^DD^^> (0. 5ml) OCT [0069] 

195M8#Lfc. C0J8WC. 4. 5-^tHO-3- [SI 9) 
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* £ 
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L 63-1. 74(1. 48H, ■). 1. 82-1. 95(0. 52H, a). 

1 2. 32(2. 22H. s). 2. 35C3H. s). 2. 38(0. 78H. s). 

1 2. 43-2. 51 (2H, ■), 2. 61-2. 79 (2H,o). 2. 94-3. 03 (2H, ra). 

i 3. 32-3. 46 (2H, ■), 3. 53-3. 61 (4H. id), 3. 63(2. 22H, s), 
3. 66(0. 78H. s). 3. 76(1. 48H, s). 3. 79(0. 52H. s). 
3. 83(4. 44H, b), 3. 85(1. 56H, s), 4. 01-4. 19C2H. m>. 
5. 10(0. 74H, s), 5. 11(0. 26H, s), 6. 15(0. 74H, s), 
6. 19 (0. 26H. s) . 6. 53-6! 60 (2H. o) . 7. 18-7. 29 (5H. in) . 
7. 32(0. 74H, t, J=8Hz), 7. 39(0. 26H. t. J=BHz), 
7. 61(0. 74H, d, J=BHz). 7. 66(0. 26H, d. J=8Hz). 
7. 94-8. 02 (IH. ■) . 8. 09.(0. 74H. t. J=2Hz) . 1 
8.12(0. 26H, t, J=2He). ! 
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[007 2] £55091 9 

1. 4-5?tFD-2, 6-v^?Jl/-4- (3-~h 
D7x=;W -3. 5-tf'Jv»>y*;i'#>ffi 2- 
[ (3- (10, ll-/t FD-5H-y^>X 
[b, f] 7-KV>-S-'(M 7a\£M *?)V7S. 
J\ *3\>VXXt\>M5 4) : 1. 4-5>hl* 

□ -2. 6->>.*3\ll>-4- (3-^hD7xn;W - 
3, 5-hfUy>y*;W#>K*«>9 l ;K4 7 5iiig) 
£&*S>>t?^*;i<A7S K-S*?9Dd;(*> 
(1:4) (5ol) fflili£lcj8»$-ti\ *#T. fifl;^ 
(17 0ng) Ci*^DD>#> (0. 5nl) 
S«£i»TLlB5raSI#Lfc. coSffilc. 10, ll 
-v>fcKa-5- [3- C (2-t HD*->X^;W ;* 
5^75 /D ^DWH -5H--^>X [b, f] 7 
trtf> (3 8 5ng) nD**> (lnl> &i« 

SiBTU StCN-;*^Jl^;P*>J> (1 3 lmg) ©JS 
(0. 5nl) fcSSSJDA, *&T4P* 

5:1) TfflSLT. «BMb«4fe (5 4) 1 8 0ns£# 



[0 0 7 3] J 

' H-NMR (CDCI. ) <5 : 1. 64-1. 76C2B. m) . 2. 15 (3H, s) , 2. 32 (3 
B, s), 2. 37 (3H, s). 2. 42 (2H, t , J=7Hi),2. 53 (2B, dt, J =3, 7H 
z), 3. 15(4H. 5), 3. 63(3B, s) . 3. 74(ZH, t, I=7Hi),4. 09(2H, 
d t , 1=3, Til) , 5. 10 (IB. s) , 5. 78(lfl, s) , 6. 90 <2H, d t , 1=1. 
5, 7Hz) , 7. 04-7. 15 (6H, a) , 7. 34 (1H, t . J=8Hi) , 7. 65(1H, d, 
J=8Hz), 7.96-8. 02(lH,m), 8. 09UB. I. J=l£z). 
MS m/z:6070l*). 

[oo7 4j msimzo 

(5 5) ~fc£«> (5 8) S^fiELfc. 
[007 5] 
[552 2] 
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1 9 
29 
38 


7 6. 5 
6 0. 7 
4 2. 5 
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[0079] tmm2 mE&Tfrm) 

lSskEE^m%myyh (SIT. fSHRj £88?) Ic8 

^aissna-^u AEfcTrtMBStfttLfc. -rat) jo 

^, WeekstJones (Weeks J . 
R. and Jones J. A. , Proc. So 
c. Exptl. BlI.Med. . 1 0 4 g. 64 6 
- 64 81 (1 9 6 0#) ) IC^UT. 2 5~4 QM& 

xJW^JfilHiffl^gS (*iJ^7RM-6 00 0 : B# 

ytm \zmL, mm • mm<omr-c, niERtf ' 
^jsstssi^bt. o. 5%ijjvr^^ 



B : &t>(£TL/iB$©jfil£E 
[0 0 8 1] 2 5 icmf . IS. StfOlk^S 

[0082] 
[«2 5] 





(96) • 


1 9 

2 9 

3 8 

— 7x t'y 


29. 1 
3 1. 8 
3 7. 2 
2 4. 3 



(72) 589m *t«8 (72)589l# ffltt «- 



2/7/1 DIALOG(R)File 35 1 :Derwent WPI (c) 2003 

Thomson Derwent. All rts. reserv. 009751958 WPI Acc No: 1994-031809/199404 

Novel dihydro-pyridine derivs - are long-lasting calcium blockers and anti hypertensives, 

used in treatment of angina pectoris, cerebrovascular disease and hypertension 

Patent Assignee: WAKUNAGA SEIYAKU KK (WAKT ) 

Number of Countries: 001 

Number of Patents: 001 Patent Family: 

Patent No Kind Date Applicat No Kind Date Week 

JP 5339263 A 19931221 

JP 92147518 A 19920608 199404 B 

Priority Applications (No Type Date): JP 92147518 A 19920608 
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lower alkoxy, lower alkenyloxy or phenoxy; R6 = H, lower alkyl or phenyl; and R7 = lower 
alkyl, aralkyl or phenyl. USE/ADVANTAGE - (1) shows long-lasting calcium blocking and 
antihypertensive effects, and are useful for the treatment of angina pectoris, cerebrovascular 
disease and hypertension. In an example, l,4-dihydro-2,6-dimethyl-4-(3-nitrophenyl)-3,5- 
pyridine-dicarboxylic acid methyl hydride (244mg) was dissolved in (DMF/CH2C12=l/4) (5ml), 
to which a CH2C12 soln. (0.5ml) of thionyl chloride (88mg) was added dropwise under ice- 
cooling and stirred for 1 hr. A CH2C12 soln. (1ml) of 1 -benzyl- 1, 2,3 ,4-tetrahydro-4-quinolinol 
(160mg) was added to the soln, stirred for 3 hrs., treated with water and extracted with CHC13. 
The organic layer was washed with satd. saline soln. dried and evaporated in vacuo. The residue 
was chromatographed on silica gel (eluent: CH2C12) to give 95mg 1 ,4-dihydro-2,6-dimethyl-4- 
(3-nitrophenyl)-3,5-pyridinedicarboxylic acid 1 -benzyl- l,2,3,4-tetrahydro-4-quinolyl methyl 
ester. Dwg.0/0 
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